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ASES 9 C AT L QN O F
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Task Force on Research Accountability

INTRODUCTION

The Association of American Universities believes it ds
vital for beadess of the academic communicy o ensure
that research conducted on our campuses meess the
highest ethical standards and promotes the public health.
AAL therefore established the Task Force on Roesearch
Accountability in March, 2000. The Task Foree's first
ASEETIETIE WIS [0 A%ess UNIVETsitY research management

challenges relared to the protection of human subjects;

its second will be to exarmine 1ssues that acise from the
increasing collaboration between mdustey and oar
research universities. Tn borh areas, the Task Borce is
charged with developing récommendations for providing
zppropriate accountability and oversight of university
research and repulatory comphiance. This 35 the repore
an human subjects research,
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BACKGROUND

A crucial part of the recent deamaric advances in
preventian and weamment of diseases bas been research
involving the informed and valuntary participation of
human subjecs. Federal policy is designed s puasiea
bt subjects while fostering continued research
advances. Federal laws and regulations are based on
long-standing moral principles regandimg the protection
of human subjects and the practice of informed consent,
and they govern how federal grantees, such a3 vesearch
universities and their peincipal imeestigators, are to
adininister veacarch and provide human subjeces

protectios.

Federal regulations recuire grantess 1o create ethical
oversight committees, known as instzurional review
boards ([LB5). The IRBs are responsible for reviewing
and approving cesearch invelving human subjeces in
sccordance with Federal lowe decigmed ta pratact the
rights and welfare of human sobjects, [RBs work to
engure that individuals who agree o participate in
studies fully understand the natere of the research,
willingly consent to participate, and are praperly
monitored throughout the study. Universities, through
thieir university-wide as well as-their collegiace and
departmental leadership have the respansibility to ensure
that researchers adhere 1o these processes, The federal
government uses ovemsight processes in the Diepartment
of Health and Human Seevices (HHE] tooensure that
universities camply with these regulatory reguirements.
Specifically, the Food and Drug Administeation (FDA}
has oversight responsibilicy for all clinieal trials that test
new drugs, biologic products, and devices, and the
Mational Instinstes of Health (INTH) las had oversight
responsibility for ensuring the safety of persons envolled
in research funded by HHS. NIHS responsibilities in
this area were re<assigned A new Office for Fluman

T

Resarch Protections wichin the HHS Secretary’s affice
omn June 18, 2000.

Luy rmveu yeass, mumereus sepore by the TS Inspocor
General and the General Accounting Office (GAD), and
enforcement gerions tken by NIHS Office for
Protection from Research Foisks [OPRR), have called
attertion to some problems with univensity compliance
with the human subjects regulations. These reporis
point out that TR Bs have not always had the institatdonal
support and resources necestary to do their jobs in 2wy
that womld meet the bighest standards, and researchers
and administracive staff have not always been as wedl
erained a5 chey should have been. Finally, the system of
]'.I.'I.'L'I:I'.I.ill] EubjE'C[S ]jm:ccl;icns on C..:II'IIFL'I.‘CES ]'I..'IS not :IlWE}"S

been subject o the continuing review and monitoring it

needs o ensure thar it is funcioning as well as this vital

area of esearch protectiong requinec

The Task Force examined these repores, and reviewed
recommendations far improvemnent that have been made
by variows parties, including the HHS Inspector General,
the Matienal Bioethics Advisory Commission, the

| OFRR, the MIH, the FDA, and associations of academic

institutions, fieulty, and TRB administrators. Tt also
camvassed the institutions of the Tisk Force members for
practices and implementation steps that have been
successful on their campuses. It then identified genernl
principles to guide 1ts deliberations, and developed the
recommendations thar are presented below: As the Task
Force recommendatons were being Gnalized, HHS
Secretary Shalala announced several new inltiatives to
furcher screngthen protections of human research
subjects in climeal trials, many of which are consistent
with the proposals included in this Task Force report.
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GUIDING PRINCIPLES

Hunuan subjects research has long been and should
continue o be anchored upen the principles of
beneficence, justice, and respect for individuals. Tao of
the important pillars that assure implementation of these
principles are informed consent and independent review

of research protocols. Universities are commiteed to

conucting research invelving human subjects consistent
with these principles, which have long guided research
and which were enunciated in the reports of the
Marional Commissign tar the Frotecton of Huna
Subjects of Biomedical and Behavioral Boesearch in 1974
and the President’s Commission for the Stady of Echical
Froblems in Medicine and Biomedical and Beliaviol
Roesearch in 1981,

Tcacarch with bumana plays an czacntal role i
combating disease and in expanding the frontiers of
knowledige, both of which are among the basic
fngtion: of recearch universitioe. Only through research
cant proven advances be made in preventing, diagnosing,
and curing illness. However, it is imperative that this
irnporrant actvity he carried out without needless cisk
ta ot distress for, and with the voluntary and enlightened
consent of, the persons who are the subjects of such
research, Theretore, the pecformance of human subjects

research must be viewed a3 a privilege, not a righe,

Foecently, chere have been events indicating chat
implementation of prodections for human subjects has

ot uniformly met the highiest standards, and that

improvements are necessary. Campuses therefore must
take immediate seps to ensure a culiuee of compliance

with appropriate protections for buman subjecrs,

It must be recognized that adounistracors, Beulty and
research staff all have responsibilides o ensure the proper
administration of human subjects research. These groups
mnst work together to make necesary improvements
that research invelving buman subjects can best promore
the szl R www huwwledge and the boprovement of
public health while providing all the appropriate

protections of individual study parcicipans,

Ensuring that the principles of beneficence, justice, and
respect for individuals, and che peactices of informed
congent and independent protoenl review: are adhesed o
will provide increased accountsbility, so that the public
will have complete confidence that human subjecs are
being treated on undversity campuses int @ manner

consistent with the highest ethical standards.
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RECOMMENDATIONS

The Task Forde recomnmendarions listed below follow
from the Task Force’s Guiding Principles, and list the
areas where campuses are urged o increase protections

fur T seljeuts,

The recommendations focus on actions that AAL
instioutions are urged o ke, Being thus focused on
nniversity activities, they do not addeess such questions as
extending IRDE requirements to industrial sponsors or
granting additional sanction authority to federal agencics.
Further, they addres human subjects recearch on
campuses as 2 whole = including both medical research
and eocial science research. While there are clear
differences between the two, the overall human subjects
rules appl}r l.;:].m]:ms-widc, which is the frame of reference

for AALY presidents and chancellars.

The recommendarinng themselves are interlneking. Tl
Task Farce believes that protections for human subjects in
LS universitics can atcain the highest standards through a
combination af

1. inereasing vigilanes by senior university management;

2. maining and examining of all staffl and researchets
immlved in human subjeces research:

1, stecngthening IRB training, support, and opeeations;

4, imereasing resource availability; and

ensuring public accountability by increasing

infermation avatlable to the public about university

systems procecting human subjeers.

1. Increasing Vigilance by Senior University
Management

) Senior university management should stave cleady

w thein Giis canpus wononeaitiss e apu s

of conducting human subjects research in
accordance with the ]JiEllI:SL standards of ethical

conduct, as described in the Guiding Principles.

e

b} Insncudons should maintain ongoing
communications becween senior management and
[R.Bs.

Senior management should receive regular
independent, self-monitoring repotts (also referred

s, e insticutionsl auditg) of the entire ecem for

(4

pratecting human subjects an their campuses. This
would inchade TR B admintsteation, compliance
with informed consent procedures approved by the
[ Bs, and full implementation of applicable laws,

regulations, and campus requirements,

d) The mmmersity commumey should request that
HHES agencies [i:nc]ud.ing MNIH, FDA, and the
Office for Human Besearch Protections) advise
scnior university management whenever they
contact & principal myvestigator or other researchers
with respect to human subjecs protections,

2. Training and Examining of All Researchers
and Staff Involved in Human Subjects
Research

Universitles must ensure that all personmel (faculcy,
researchers, management, adminisrative stall) direedy
imvalved in buaan subjects research underseand the
applicable baws, regulations, and echical standards
governing the prorection of human subjects. All
persannel engaged in the direet conduct of such
research should be required to receive appropriate

cducation designed for their level of smvabemene.!

‘Much of this training coald be web-based, and therefore awilable for sise whenever it was most comeensent to the persennel. MIHE web-basd wining
PROGIAT 8o rilmarnnal SLalT coull be are Dasls 7 Sl malrng mosules, 95 coukl some of e caaming mareTials i ws a0 vaslow memn i,
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UFEH :nﬂlp'lel:iar. nthin:inH. an avirination E.Eﬂr.ur].
to each person's level of involvement should he
administered, resalting in @ designation {eg.,
credentialing or certification) that the individual may
engage in human subjeces research, In addicion m
meeting the new training reguirements instiouted by
the MNIH which take effect on October 1, 2080, all
persons engaged in human subjecs research should
receive such a designation within the next 12-18
months., Atcer such tomie, universities should mor
submit gran applicanons or funding proposals te
research sponsors without @nsuringe that the
appropeiate personnel have received such a
designation.

Campuses would also be expected to remove such
designacions from any personnel found o be our of
compliznce with human subjeces protections.

. Strengthening [RB Training, Support, and
Operations

z) IRB members and staff naust receive sufficient
training vo carry out their responsibilites, both
initially upon joining the IRB or its staff and

periadically thercafrer. This would include troinang

on all exrane rules and regulations regarding human

subjects research,

B

—

fulfill the functions of the Board and receive
appropriate recognition and support.

&) Information about “best practices” of [RT

eperation and human subjects protection should he

collected and shared amonyg universities. Such best

practices lists should be developed by the university

conununicy as well as by government agencies; the
list of *Promising Pracrices™ in the Appendix
reprecents o searking point i the effort o develop

such lises,

IRB members should receive the dme necessary (o

Ay NMIHY mecene policy change nnc langer enomsquine
IRB approval of grant applications prior to their
prer review by MIH promises to reduce [RB
warklead with no loss of protections for human
subjects, Campuses should deétermine how: best 1o

implement this policy as soon as feasible, consistent

with their 0w clroumsrangss,

5L

1. Bs sheuld ensure thar their continuing protocol
reviews aee robust and promote a high degree of
confidence in the protecrion of human subjects.
While all prorocoels should be reviewed, pariloular
accention should be paid to protocols imvolving
more chan mininal visk. Data Safery Meniworing

Boards should share any analyses of adverse events

with the TR:Bs and, as appropriate, wath the NIH or

the Oifice for Human Research Protections.

i Llabvecsioes must sducate faculoy about coastang
taderal and institutional policies regarding dis-
closure and management of real and percerved
conflicts of interest, and impart 1o 21l university
personnel the importance of assuring patients thar
finaneial incerests will noo affect proposed research
protacals.  Prior to submitting protocols for 1B
raview, investigators chauld pravide any raguired
finaneial interest disclosure to their designated
institutional conflict of interest official o
committee, Applications for IRB review should
inchade reports from these officials or commirtess

regarding any porential conflicts of interest,

ineluding financial ones, and their assessment of any

potsnrial impact onoche propoced rewoareh £ The
IR.B shouold ke this information inte account
when deciding what information to include on

informed consent forms about such conthics,
consistent with existing threshald-reporong

P UITemEents,

haciments which explein the docsions by inssingionsl candlice af interest committses or odficiabs regurding whether and hew thess disclened conflice can be
g, reduced or climinacd maun be avuilibds e svisw Ly die TR
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4. Increasing Resource Availahility

Urniiversities should provide the resources required e
carry out the requirements of applicable Jaws and
rfgu]atiunns,an-:l to mest the hi[dm: ethical and
professional standards, including the training of
rescarchers and siff involved in human subjects
research as well as IRB members. Foesearch sponsors
alse should pay a fair share of the costs of systems of
human subjects protectons. Caps on recovery of
administrative costs can limit the reimbursement of
gemal coses in some cases. Accordingly alcernarive
methods of direct or indirect cost recovery should be
developed.

- Ensuring Public Accountability by Increasing

Information Available to the Public about
University Systems Protecting Human
Sulijecta

4] Ta establish a reliable indicator of universities’
acceptance of accountability for protecring human
subjects, a rehiable and robust oversight mechanism
is required. The Task Force evalusted several
possibilities, including: (i) the wse of the instimue-
jonal andits mentoned in Recommendation #le;
(i1} the use of campus self-reviews to see if an
imstitution meets a set of ' best practices” developed
in Recommendarion #3c, which would rewlc in a
sart of seli-cerificadon; and {in} velungary
accredimrion, The Task Force & clear thar some
additional public accountabilicy mechanism is
e RILAEY, aind pecomimends chat universitios puriie
woluntary acereditation for conducring human
subjeces research. One model of voluntary
accreditztion is currently in effect for the use of
animals in research. This is administered by the
Association for Asessment and Accreditation of
Laboratory Avimal Care (AALAC), AALAC
certifies institunions’ animal research programs.
conducts site visits every 3 years, and requires
annual updates from aceredited organizations,

b)

<)

d)

which mumber 600 mstitutions i 11 countries:
The Public Riespomsibilicy in Medicine and
Poesearch {PRUMEIL) group has recently formed
the Association for Accreditation of Hurman
Besearch Procecoons Programs [AAHIRPE], which
is beginning o develop draft performance
standards and seli-asssssment oals for accreditarion
of human subjecs research. The LL5 Department
of Veterans Affairs has recently contricted with
another group o accredic in human subjects
activities, AAL Institutions are urged to help
support tie esablistnneon of cltoive avcrodicaion
programs, based on the principles recommended i
this report, and valuntarily to seck accreditanon of
their human mbjects research activities ance such

programs are established.

The mumber of public members included on [RBs
should be increnacd,

There should be & forum for public airing of issues
and views on protections of human subjects in
research. One such forum is being established by
HHS" new Office for Human Fesearch
Pratections. The proposed advisory comumittee in
that affize will ba a halpfial foeal pain for
discussion abour how universities and ather
research performers can ensure that hurman subjects
rescarch protections mect the highest ethical
standards.

The umversity c:::nmun:u.'y should suggest thar
HHS {perhaps chrongh the Office for Human
Roscarch Protections) develop a handbook of all
federal rules and regulations, as well as specific
departmental and ageney contacts for guestions
that may arise during the 1ERB review ot protocoals,

Such a handbook, which could alio be on the
Internet, wonld enhanee TRB and institutonal

operarions, and would help mcrease compliance
with federal rules and regulations.
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CONCLUSION AND CALL TO ACTION

The Task Force was animated by its concern that human
subjects protections activities were not always achieving
the highest standards. It encourges AAU members to
amcss promptly the starua of their systems for protection
of hurnan subjects if chey have not afready done so. The
Task Farce believes that this report’s recommendarions
provide x road map for improving these tremendously
impormant protections systems, and urges campuses
strongly to consider adopting these proposls as they
miove fromt an assessmient of thelr systems to
implementation of improvemante. It is virally imporsane
that human subjects research is done correctly as our
universities continue 1o pursee scicntific progress. As
noted above, the use of human subjects in research s a
privilege, not a right.

Today'’s ever-changing research environment requires
continued vigilance to make sure that universities
administer rescarch as carcfully a they condusr it A
final suggestion 5 to remain Bexable in the foture so a5
to adapt better to changes in research administration
invelving human subjects, to avod encountecing i the
future the difficulties thar the systemn faces today

Finally, the partnership berween research umiversices and

their principal vesearch sponsar, the federal government,
mmst be based om trst thae universides are accountable
for the research they perforni. It is clear that if research
universibies do not move quickly to increase
accountability for human subjects research, more
prescriptive appraaches may instead be pursued by either
the executive or legislative branches of government - or
both,

The Task Force therefore urges prompt attention to

crrengrhen homan dibjects prmotections foe

a) ensure that the highest standards are being
followsd in protecting che nights and welfare of
humun beings;

bl ensure compliance with existing laws and
regulations;

¢} ensure the integrioy of the human subjecs
research,

d} reduce the likelihood of inducing changes to laws
and regelations chat might bring ather, unforeseen
CONSCUENCEE] and

¢] bolster public confidence in human subjects

research,
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APPENDIX / PROMISING PRACTICES

Ot particulacly g seonnsadition oo
information sharing af “best practices™ among campuses,
bebween campuses and government agencies, and by
associations of insticutions aod research administrators (gee
recommendation #3c). I an effore to encourage chat
process, the Task Foree has compiled a partal list of
“Promising Practices’ which were collected from some of
the institutiens participating in the Tack Fores, and which
have been found effective in ensuring protections for
husrman subjeers. The Task Force hopes this sample list can
serve a8 2 canalyst for the morne extensive best practices
wlentification and shasing efforns that it recommends e
inidated by NI, FDA, the Assodation of American
pdedical Colleges (AAMC), Public Responsitulity in
fdedicine anid Research (PRIMA&R), the Apphad

Pescarch Ethical National Association (AREMNA], and
groups of universities,

The Promising Practices are maore detailed than the Task
Foree recommendations, from which they ane nevertheless
logical extensions, Since cach imstitution necessarily has
different IRB processes. it & net the intent of the Task
Force to recommiend that this parnal lisc of practices be
adopted by all instirutions, bat rather that these Promising
Practices be shared and discused in the research
community a5 part of the development, uldmarely, of 2 fs
of best practices. Since each of these pracrices arg
descriptions by universities of how they do things, they
are phrosed as if a university representative were
deseribing each particular promising practice to an
audicnce, This helps 1o ensure that this list is vsed a5 a
teaching aid, racher than as a required checkhst—which it
Is nor.

# Institutional Suppore
-We maintain regulat communications with top
management within the eniversitoy

# [RD Meetings/Membership Reyuireinents

=W work to have enough [IREs o handle our
protocol workload (some use 1 1BB per 250 apen full
board studies; others use 1 per 47500 open full board
studies).

“We hold regular IRE meerings (e.g., weekly or bi-
weeldy).

“Wie pseigm an alearnate for each TRUE member, which
provides a dynamic commiree makeup wichout
overburdening members,

W try o have an adequate budger (some use $150-
250K per [RB).

¢ Screening & Review of Applications

=W require the TR B staft to use o checklist to roview
all incomung applicadions before they are given o the
IRE chair, If clear deficiencies are noted, the
investigator addresses the deficiencaes prior to R
review, Applications sent to the full board are assigned
a primary reviewer, The reviewer receives a copy of
the full stady protocal, grant application, and other
relevant materiak in addifon to the marerials sent
the full board (application, consent, advertisements,
ete.) and a detailed checklisc to assist in review,

* Contnuing [IRB Reviews

-For each B file, we gstablish 2 primary reviewer 1o

exariine the fle and eeporr 1o a subcommitiee on the
status of the clinical mial, which ensures that at least
ane TRB member i looking through the entire study
file a5 a part of the tononuing review,

Wi hald subcommitcee meetings to teview the
wpurs o vopdimesive, wiich as vpren s all
members and alternates, and to malke
recommendations for future action to the full IR
board, Price to an [RB board meeting, we distribute
the subcommirtee recommendations and fll
continuation repart to the baard members for
consideration and action at the next regularly
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seheduled mesting The hoard has an apportomicy 1o
discusy and wore on cach individual contnoaton. All
continuing data are carefully cxamined, but additional
attention 13 provided 1o those studics involving more
than numirnal risk.

-We review some high-risk smadies {e.g., invelving new
technology or a single investigator with unfinded
studies) maore frequently chan annually and have
developed criteria for determining which studies fill
inta which category,

Written procedures
“We ensure thar an up-to-dare wrinen procedural
manual is available o investigarors, and that formes and

irgtriegrions wed by IRB members meet current
feeds,

~We have prepared 3 set of written policies and
procedures for addeessing non-compliance,

W lave catablislied wo TRD uewealeiier and wele page. |

Training Requirements

-We hold mandatory training clusses and a follow-up
assessment for [RB members, investigators, and their
staff, We also hold monthly workshops on the basics
of ethical and regulbatory principles of human subjects
rasearch and meonthly erientation mestings for all
new faculty and scaff.

-We have IR3 chairs and vice chairs regularly attend
national or regional [RB conférences, at the
insttuton’s expense. The office staff is also required
1o arcend such meetings regularly. These activities are
in addition to new member orientation, periodic
administrative meeting: of the IRB, and pericdic
mailings of educational marerials,

-Wie include a series of questions wegarding potential
comflict of interest on the protmoco] review form used
by investigarors. 1f the invesngator responds that 2
comflict of interest may exist. 2 conumnittes ceviews the

inesripsators form. This review @ in fll aerordines
with both federl and insticutional policics. The [RB
takes into agcount the commities’ anabysis and repors
when dedding what will be included in the informed
consent form or ather appropriate protections,

+ Vulnerable Populations

-We nnlize consaltants where there are concerns
regarding the ability of a study participant te consent.
This protects vulnerable populations in general, and
cogmitively impaired individuals in perdeular

=We encourage lnvestlEarors 1o 1ake a comservative
approach and obtain the additonal signature of a
relative or guardian (=g, the legally autharized
vepresentative) whenever cognitive abiliy is in
LSO,

+ Institutional Audits

-All seadics, srrespective of source of fanding, are
subject to an irstitutional audic process, The audit
includes conbirmation that:
aythe protocel on file with the IR i the promcol

being used and ehat all modifications have been
submitted to and approved by the TRE;

Ljthe cansent document being used is that which was
approved by the IR and the conzente are
appropriately signed and daed; and

&) the irvestiparork adverse experience records match
those reported to the TRB,

~Audit indings are reported to the [R.B for review and
appropriate action. A risk management group, which
acts independently of the [RLB and repors ma
difforant incritional afficial, performe theas andine

W select studics for audit at random with a goal of
sampling sufficient files to measure effectiveness
adequately (some perform avdits on 50 stadies each
year).

#+ Strive for Continual Inprovement
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